09/284114 

PCT/JP 97/03591 > 
0 * H 4# tfr /? 07.10.97 

PATENT OFFICE 



JAPANESE GOVERNMENT : " 0 1 DEC 1997 j 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 

th m ^ B B 

Date of Application: 1 9 9 6^101 80 

Application NumSr: 8 ^#fF0m 2 6 7 1 2 6 * 

Applicant): A ifSilWii 




199 7^11^148 



«F ff JT -B 

Commissioner, 

Patent Office 




ffilES-t ffifE4#¥ 09-3092152 



45 ¥ 8-267126 



« 

V 



P96-0231 

¥/S 8^10^ 80 

A01K 67/027 

e B&&e BMP** & e »^-r 5 ^ ^ 

1 

MM&WfcEM%i*S 1-1-1-603 
396020800 

594053121 

100091096 

015244 

21.000R 

mmm i 

0® l 

s^* i 



i 



ffill#¥0 9-3092152 




v 

#5JI 8-267126 



2 



ffiH^¥0 9-3092152 



8 — 267126 



m 

V 



[0 0 0 1] 

[0 0 0 2] 
[t£*©t£fl5] 

#HTJ©Ifttttft6 5 0^ACt«t*. r®Ei©I0, 
[0 0 0 3] 

;i/«rWig^$tlT^y (Makino,S^ Exp. Animals (Tokyo) 29, 1-13, 1980. ) , 
[0 0 0 4] 

ifc^g^SfS (Hang, L. £> J. Exp. Med. 155:1690,1982) 0 LfrU I^V^X 

y, y ^W®A*«HttH»(c J: y *h»h<z> 

1 ffilE#¥0 9-3092152 



8—267126 



n^->?f>lilti5!& ( Stuart, J. M. h Annual Rev. Immunol. 2:199,198 
4.) , WfrRM-t^V hlC^LTSI#-rST^^A> MWf|5i£ (Taurog,J.D. 
P> Cell. Immunol. 75:271, 1983 ) & V V x^ttlM^ b fcffiMZiB-t 

[0 0 0 5] 

[#£0J5 >^&. b J: ? £ £ IBS] 
[0 0 0 6] 

[0 0 0 7] 

B^jSttBBfflSDIS: bT&, MRL-lpr/lpr v^tffclbftT 

2 tfHE^^P 09-3092152 



4#¥ 8 — 267126 



W 



. *»w©^^^-ett, MRLv9^ic^e,n«u >^©MSiesitt^e> 

[0 0 0 8] 

[0 0 0 9] 

BHKLT^S (09&^0i 1) . 
[0 0 10] 

ffU SfcPWKiWfflHKfilcMS&T?. K©U 9 "7*H£B&flfifc£:£ro*S (Ell 
, H3, 05. 07) . 
[0011] 

U ^V^-ffilSflflfeiilKT^S (014.015,016). 
[0 0 12] 

£*±©S£L&:fre>. ^^©v^te, hi h©y ^v^ttBItSifc©^^^;!/ 

iES©BALB/cv ? x £ £12 t Z>Z.£\Z&>), g a^^'(S^ti5^ 5: g 

3 miE4f ¥ 09-3092152 




#^ 8-267126 



[0013] 
[0014] 

im-mm 1 ) 

1 9 9 3^, mit¥-m$tmz.l£^T . 9fc^»t£©BALB/c (1 9 9 2^, B#. 

ialS^*£, lES^BALB/c^^x ( B# S L C «fc *J HA) ^3?IHbfe 0 £@E<Z> 
1 2{S#©v?X#f#e>*i> f©^4§# (J«I3E, HE) ICfflfflfJS 
SR^*e>4xfc (Wfflflfc$fcE*5 3 3 %) „ WfflHfi»##e>*ifc^#;*©tf»a*£tt* 
©HSft&aMfeU zti&^^IESfcBALB/cvtf* (H* S L C«k »J j»A) £3c 
BBL/feo xIBtf)^. 1 5M*©V>^^e>tl, -e®o^6lft (JH4E, a 
2 EE) tfWffffiSEtf^&tifc (HffiHS?4 0^) . $e>{C, |tffB^|lI«{C, 

mmm&ifi&btiitvv x<Dtpfrb&&<D lmfc&mfcis, r*i£?i^iE?£&BA 

LB/cv?* (H*S LCkyjBA) £x®JL£ 0 2 8fifl:ffl7^X 

##?>*w -^•■©■5^1 offlft#BraisKffi##e,tife (§mp&$8&ss3 5%) 0 

~4 0%<Z>#J-£T'|g5!mLTV^ o tot, 3<Z)igffrffi3g£3I£i£B - -rit^COit 
[0 0 15] 

(D^nzmiiz, «K©¥3S«:0 3lc-?-4i^ti^-r o MBS£LTIE#v? 

4 09-3092152 



8 — 267126 



[0 0 16] 

TiE«-7^^©|&KXtJ t «K©¥S:S:0 6 3ti;0 8lc^'r o 
[0 0 17] 

o 

[0 0 18] 

X 4 0 ) &t>*[H 1 2 (^X 4 0 0) &C^lJ- 0 
[0019] 



0 9 - 3 0 9 



8-267126 



[0 0 2 0] 

mffi&*W&Lt=.^V7.&£T$JEn~?V7. (5~6^^#) ©V^X^^D 
yi;>G ( I g G) iZtt-tZ I gMSM (U ^V^-S^O tf^fffi^E L I S A 

[0 0 2 1] 

mmm i ] 
5 ic^-r 0 

[0 0 2 2] 

MfflSmSrSSSLfcT^^Xr^iES^^^ (5~6#J!«) ©jm i g g«£& 
SRID (Single radial immunodiffusion ) &-VWfcLfc 0 Wflflife£:3N£ Lfc 

m£|21 1 6 ic^-r. 

*l£„ 
[0 0 2 3] 

ffrenVAt^'J >A#STt'3 HIBI«£U #^fe?SttftTfflffi3 X 1 0 
7 {@£IESBALB/c:x- K79^ (6iSt») tCfi#JDRe&»C^AUfeo *ffl»Abfe 

6 09-3092152 



8 — 267126 



3 iinmzmmmA tmmizmmmmm^^mvr^t^^, 09&001 it 

[0 0 2 4] 

[mi] 

[0 2] 

JEn v ? ^ <z> gffJK© ?XT- & -5 „ 
[03] 

ITOlfc L V ^ * ©^JKO^KT- £ „ 

[04] 

IES Vtf -X © © ¥1 T* & « o 
[05] 

mffiikZm&Lfc ~?VX(Dm&(DU> 
[06] 

[07] 

[08] 

JE^^^co^Kcd vy hfy^M-e&z. 

[09] 

) T-fe5„ 

[010] 

JE«v^^^e,f^KLfcB§fflSfflag«r^oSa«S^K (©$X4 0) 

V ffiSE4f ¥ 09-3092152 



#^ 8-267126 



(Hi l] 

0) T*&<S> 0 
[012] 

[013] 

[014] 

gg g& ^ & l t ? ^ © u ? v ^ @ o ± m * m ~r m t? & & = 

[015] 

m m & & $8 s b v fj x © e a m # © * m £ ^ -r 0 -e & £ „ 

[01 6] 



8 



aill^^O 9-309215 



8 



—267126 



mm&] mm 
[01] 




1 mtE#¥0 9-3092152 




2 



ffiSE#^0 9-3092152 



8—267126 



[05] 



[06] 




3 



ffifE^ipO g-3092152 



8-267126 





4 



miE#¥0 9-3092152 



8 — 267126 



IH9] 





5 



tf}£E#¥ 09-3092152 




8 — 267126 



[01 1] 




6 



miIE#¥0 9-3092152 



8-267126 



[013] 



6 - 



^ 5 
E 

£ 4 

g 3 




(n=15) 




(n=15) 



7 



aiSE#¥ 09-3092152 



[HI 4] 



200 



8 — 267126 



J. 150 ^ 
E 10OI- 

■D 501- 



* 



(n=15) 




(n=15) 



8 



ffifiE#¥ 09-3092152 



4# 8 — 267126 



[01 5] 



_ 0.7 

■ 

Q 

O 0.6 



■an 

A 
I 

n 



0.5 



0.4 



0.3 



0.2 



= 0.1 




F3m>r*tr- *ju> ry^* 

(n=15) 




(n=15) 



9 



ffi!2#¥0 9-3092152 



4$ ¥ 8-267126 



[016] 



250 



^ 200 



a 

m 100 



50 




(n=15) 




IES5 
(n=15) 



ffifiE4#¥ 09-309215 2 



8-267126 



was*] mi®m 



l 



ffiSE#¥0 9-3092152 



8 — 267126 



mmxizmm] 
[&%x\z&m 



396020800 

^i*;ifPTt?*BT4T@ 1#8# 
594053121 

jra«£AJfEK3isigAi»-&w25ffi 

100091096 

m^fP^E^ypgirs 1 7#1# ^y^5^t^ 
* 3 Pg¥*HBK$f Sf*P»/!r 



1 



fflSE43¥0 9-3092152 



8—267126 



mm*] 

[«ffiH] 

HSIE 



P96-0231 

^ 8^10^145 

#SF^«W IS 

¥ffc 8^#fF^#|267126-^ 
396020800 

mm mm a 

594053121 

#Bfi£AJ&&S|J:gAlft^flF3fcffi 
100091096 

mis 



i 



ffilE#¥0 9-3092152 




4f 5p 8 — 267126 



mm&i mm 

[BIl] 




i 



09-3092152 



8-267 



12 6 





3 



ffi!I^¥0 9-3092152 



8—267126 



7] 




[0 8] 




4 



miE#¥0 9-3092152 



8-267126 



[0 9] 




[010] 




5 



ffiSE^^PO 9-3092152 



8—267126 



[01 1 ] 



[01 





6 



09-3092152 



# 5p 8 — 267126 



1 3] 



^ 5 
E 

£ 4 

•ttJ 

it 3 




(n=15) 




(n=15) 



7 



ffilE#¥0 9-3092152 



• 

8—267126 



[Ell 4] 



If 



200 



150 



100 



■t> 50 



• - 

9 








JEW 






(n=15) 


(n=15) 



8 



miiE#¥0 9-3092152 



[01 5] 



Q 

■ 

o 

nJ 

A 
I 

n 

jg 





4f¥ 8- 


0.7 


• 


0.6 


- 

• 


0.5 




0.4 


• 
• 


0.3 


* 


0 2 


• 


0.1 





3< 



(n=15) 



o 




(n=15) 



9 



miiE#¥0 9-3092152 



4 



8 — 267126 



[HI 6] 



250 r 



_ 200 



E. 150 

* 100 



50 





£tifiE#^0 9-3092152 



» 



4f ¥ 8 — 267126 



ffi m a m m fit 



»J## [396020800] 



1. iE3F¥^H 1 9 9 6^ 9^180 

ft ffi *im;[|Pr^*BT4 T@ 1 #8# 



i 



09-3092152 



4 

8-267126 



& m a 



[594053121] 
1 . ^M¥J5 H 1 9 9 4^ 3^280 

ft ffi 3K^SP««E*Br3 5#2-5f 



2 



£fiE# 09-3092152 



